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2-Chloro-3-fluoro-7-methoxyquinoline (210mg, Immol), (prepared as described for 
the starting material in Example 157), in anhydrous THF (1ml) was added to a mixture of 
copper(I)bromide (570mg, 4.0mmol) and methyhnagnesium bromide (3.0M solution in 
diethyl ether, 2.7ml, 8mmol) in anhydrous THF (20ml) at -78°C. The mixture was stirred for 
1 hour at -78°C, allowed to warm to ambient temperature and then stirred for a further 18 
hours. Saturated aqueous ammonium chloride solution and 5N aqueous sodium hydroxide 
solution (pH 12) were added and the product extracted with ethyl acetate (3x). The organic 
solution was washed with water, brine, dried (MgS04) and evaporated to dryness to yield 3- 
fluoro-7-methoxy-2-methylquinoline (0. 1 7g, 91%). 



He % 3|e 3|e >tc 



Please replace the table in Example 192 at page 218, extending from line 1 to line 2, 
with the following new table: 



Elemental analysis: 
C25H30N4O4 



Found C 66.4 H 6.9 N 12.4 
Requires C 66.7 H 6,7 N 12.4% 



IN THE CLAIMS; 

Please cancel original claims 1-30, without prejudice, and add the following new 
claims 31-60: 




3 1 . (New) A methocTfor producing an antiangiogenic and/or vascular permeability 
reducing effect in a warm-blooobd^imal in need thereof, said method comprising 
administering to said animal an ef¥efe;Jive amount of a compound of the formula I: 
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H 



wherein: \ 

ring C is an 8, 9, 10, 12 or 13-nrembered bicyclic or tricyclic moiety which moiety may be 
saturated or unsaturated, which may be aromatic or non-aromatic, and which optionally 
may contain 1-3 heteroatoms selected independently from O, N and S; 

Z is -0-, -NH-, -S- or -CH2-; \ 

n is an integer from 0 to 5; \ 

m is an integer from 0 to 3; / \ 

represents hydrogen, hydroxy, halcg^ko, cyano, nitro, trifluoromethyl, Ci-salkyl, 
Ci-aalkoxy, Ci.3alkylsulphanyl, -NR^R\wherein and R"^, which may be the same or 
different, each represents hydrogen or CiWlkyl), 

or R^ represents a group R^X^-, wherein X* r^resents a direct bond, -0-, -CH2-, -0C(0)-, 
.C(0)-, -S-, -SO-, -SO2-, -NR^C(O)-, -C(0)W-, -S02NR^-, -NR^S02- or -NR^^- 
(wherein R^, R^, R^ R^ and R^^ each independently represents hydrogen, Ci-3alkyl or 
Ci.3alkoxyC2.3alkyl), and R^ is selected from one of the following twenty-two groups: 

1) hydrogen, oxiranylC^alkyl or Ci.salkyi whicn may be unsubstituted or which may be 
substituted with one or more groups selected from hydroxy, fluoro, chloro, bromo and 
amino; \ 

2) Ci.5alkylX^C(0)R** (wherein X^ represents -O- o\-NR'^- (in which R^^ represents 
hydrogen, Ci^alkyl or Ci.3alkoxyC2-3alkyl) and R*\represents Gi.3alkyl, -NR'^R'"* or 
-OR*^ (wherein R*^, R^"^ and R^^ which may be the same or different each represents 
hydrogen, Ci-salkyl or Ci.3alkoxyC2.3alkyl)); \ 
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3) Ci-5alkylX?R'^ (wherein represents -0-, -S-, -SO-, -SO2-, -0C(0)-, -NR*^C(0)-, 
-C(0)NR*^Vs02NR*^-, -NR^^S02- or -NR^^- (wherein R*', R'^ R'^ R^^ and R^' each 
independently\represents hydrogen, Ci-salkyl or Ci.3alkoxyC2.3alkyl) and R^^ represents 
hydrogen, Ci-aalkyl, cyclopentyl, cyclohexyl or a 4-6-membered saturated heterocyclic 
group with 1-2 heWoatoms, selected independently from O, S and N, which Ci-aalkyl 
group may bear 1 0X2 substituents selected from 0x0, hydroxy, halogeno and 
CMalkoxy and whichVyclic group may bear 1 or 2 substituents selected from 0x0, 
hydroxy, halogeno, cyatio, CMcyanoalkyl, CMalkyl, CMhydroxyalkyl, Ci^alkoxy, 
CMalkoxyCMalkyl, CMalkylsulphonylCMalkyl, CMalkoxycarbonyl, CMaminoalkyl, 
CMalkylamino, di(CMalkyl)amino, CMalkylaminoCi-4alkyl, 

di(CMalkyl)aminoCMalkyl,V;MalkylaminoCMalkoxy, di(Ci-4alkyl)aminoCi-4alkoxy 
and a group -(-0-)f<CMalkyl)gldngD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4- 
6-membered saturated heterocyclic group with 1-2 heteroatoms, selected independently 
from O, S and N, which cyclic gro^p may bear one or more substituents selected from 
CMalkyl)); 

4) Ci-salkylX'^Ci-salkylX^R^^ (whereinyK^ and X^ which may be the same or different are 
each -0-, -S-, -SO-, -SO2-, -NR'^C((q)Vc(0)NR''-, -SOsNR^^-, -NR^^S02- or-NR^'- 
(wherein R^"^, R^^ R^^ and R^^ each independently represents hydrogen, Ci-salkyi 
or Ci.3alkoxyC2-3alkyl) and R^^ representsVdrogen, Ci^alkyl or Ci.3alkoxyC2.3alkyl); 

5) R^^ (wherein R^^ is a 4-6-membered saturated heterocyclic group (linked via carbon or 
nitrogen) with 1-2 heteroatoms, selected independently from O, S and N, which 
heterocyclic group may bear 1 or 2 substituentsNselected from 0x0, hydroxy, halogeno, 
cyano, CMcyanoalkyl, CMalkyl, CMhydroxyalkVl, CMalkoxy, CMalkoxyCMalkyl, 
CMalkylsulphonylCMalkyl, CMalkoxycarbonyl, a-4aminoalkyl, CMalkylamino, 
di(CMalkyl)amino, CMalkylaminoCMalkyl, di(CMVkyl)aminoCMalkyl, 
CMalkylaminoCMalkoxy, di(CMalkyl)aminoC]^alkoxy and a group 
-(-0-)f(CMalkyl)gringD (wherein f is 0 or 1, g is 0 or iVid ring D is a 4-6-membered 
saturated heterocyclic group with 1-2 heteroatoms, selecied independently from O, S 
and N, which cyclic group may bear one or more substituqpts selected from CMalkyl)); 

6) Ci-salkylR^^ (wherein R^^ is as defined herein); 
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7) C2.5alk^ylR (wherein R is as defined herein); 

8) C2-5alkynyiR^^ (wherein R^^ is as defined herein); 

9) R^^ (wherem R^^ represents a pyridone group, a phenyl group or a 5-6-membered 
aromatic heterocycHc group (Hnked via carbon or nitrogen) with 1-3 heteroatoms 
selected fi-om O, N and S, which pyridone, phenyl or aromatic heterocyclic group may 
carry up to 5 suBstituents selected from hydroxy, halogeno, amino, Ci^alkyl, 
Ci-4alkoxy, CMhydroxyalkyl, CMaminoalkyl, Ci^alkylamino, Ci^hydroxyalkoxy, 
carboxy, trifluorom\thyl, cyano, -C(0)NR^^R^\ -NR''C(0)R'' (wherein R^^ R'\ R'' 
and R^^, which may Vc the same or different, each represents hydrogen, CMalkyl or 
Ci.3alkoxyC2-3alkyl) and a group -(-0-)f(CMalkyl)gringD (wherein f is 0 or 1, g is 0 or 
1 and ring D is a 4-6-membered saturated heterocyclic group with 1-2 heteroatoms, 
selected independently from O, S and N, which cyclic group may bear one or more 
substituents selected from Cualkyl)); 

10) Ci-5alkylR^^ (wherein R^^ is Vs defined herein); 

1 1) C2.5alkenylR^^ (wherein R^^ i^defined herein); 

12) C2-5alkynylR^^ (wherein R^^ ik as defined herein); 

13) Ci-5alkylX^R'^ (wherein reprcCnts -0-, -S-, -SO-, -SO2-, -NR^'C(O)-, -C(0)NR^^-, 
-S02NR^^-, -NR^^S02- or -NR^^- (Verein R^^ R^^ R^^ R^^ and R^^ each 
independently represents hydrogen, CSj.salkyl or Ci.3alkoxyC2-3alkyl) and R is as 
defined herein); \ 

14) C2.5alkenylX^R^^ (wherein represent! -0-, -S-, -SO-, -SO2-, -NR^'C(O)-, 
-C(0)NR'°-, -SOzNR"'-, -NR'''S02- or -NR''^- (wherein R^^ R^^ R", R'' and R'^ each 
independently represents hydrogen, Ci-salkVl or Ci.3alkoxyC2-3alkyl) and R is as 
defined herein); \ 

15) C2-5alkynylX*R^^ (wherein represents -0-,\s-, -SO-, -SO2-, -NR'*'*C(0)-, 
-C(0)NR'^, -S02NR^'-, -NR'''S02- or -NR^'- (Wherein R'^, R'' and R'^ each 
independently represents hydrogen, Ci^alkyl or Gi.3alkoxyC2.3alkyl) and R^^ is as 
defined herein); \ 

16) Ci-4alkylX^CMalkylR^^ (wherein X^ represents -0-\S-, -SO-, -SO2-, -NR^'C(O)-, 
-C(0)NR^°-, -S02NR^'-, -NR"S02- or -NR"- (wherdn R''^ R^°, R^', R" and R" each 



\ 
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independently represents hydrogen, Cioalkyl or Ci.3alkoxyC2-3alkyl) and R^^ is as 
definea\herein); 

17) CMalkylX^CMalkylR^^ (wherein and R^^ are as defined herein); 

18) Ca-salkenyVwhich may be unsubstituted or which may be substituted with one or more 
groups selected from hydroxy, fluoro, amino, CMalkylamino, N,N-di(Ci-4alkyl)amino, 
aminosulphonyl, N-C^alkylaminosulphonyl and N,N-di(CMalkyl)aminosulphonyl; 

19) C2.5alkynyl which may be unsubstituted or which may be substituted with one or more 
groups selected from hydroxy, fluoro, amino, Ci^alkylamino, N,N-di(CMalkyl)amino, 
aminosulphonyl, N-Ci^alkylaminosulphonyl and N,N-di(CMalkyl)aminosulphonyl; 

20) C2.5alkenylX^CMalkW (wherein and R^^ are as defined herein); 

21) C2.5alkynylX^Ci-4alkyLR^^ (wherein X^ and R^^ are as defined herein); and 

22) CMalkylR^'^(CMalkyl)q(V)rR^^ (wherein X^ is as defined herein, q is 0 or 1, r is 0 or 
1, and R^"^ and R^^ are each independently selected from hydrogen, Ci^alkyl, 
cyclopentyl, cyclohexyl and a 4-6-membered saturated heterocyclic group with 1-2 
heteroatoms, selected independently from O, S and N, which Ci-salkyl group may bear 
1 or 2 substituents selected frJm/oxo, hydroxy, halogeno and C^alkoxy and which 
cyclic group may bear 1 or 2 ^ubsjtituents selected from oxo, hydroxy, halogeno, 
cyano, d^cyanoalkyl, CMalkyl, CMhydroxyalkyl, CMalkoxy, Ci-4alkoxyCi-4alkyl, 
CMalkylsulphonylCi^alkyl, CMalkoxycarbonyl, Ci^aminoalkyl, Ci^alkylamino, 
di(Ci-4alkyl)amino, Ci-4alkylaminocV4alkyl, di(CMalkyl)aminoCi-4alkyl, 
CMalkylaminoCMalkoxy, di(Ci^alkyl^aminoCMalkoxy and a group 
-(-0-)f<Ci-4alkyl)gringD (wherein f is 0 6r 1, g is 0 or 1 and ring D is a 4-6-membered 
saturated heterocyclic group with 1-2 heteroatoms, selected independently from O, S 
and N, which cyclic group may bear one or\more substituents selected from Ci^alkyl), 
with the proviso that R^'* cannot be hydrogenj); 

and additionally wherein any Ci-saikyl, C2.5alken\l or C2.5alkynyl group in R^X^- may 
bear one or more substituents selected from hydroxy? halogeno and amino; 
R* represents hydrogen, oxo, halogeno, hydroxy, CMalkoxy, Ci^alkyl, d^alkoxymethyl, 
Ci-4alkanoyl, Ci^aloalkyl, cyano, amino, C2-5alkenyK C2-5alkynyl, Ci-3alkanoyloxy, nitro, 
Ci-4alkanoylamino, CMalkoxycarbonyl, CMalkylsulphWl, Ci-4alkylsulphinyl, 
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Ci-4all^sulphonyl, carbamoyl, N-Ci^alkylcarbamoyl, N,N-di(CMalkyl)carbamoyl, 
aminosul^ony 1, N-C i ^alky laminosulphonyl, N5N-di(C i ^alky l)aminosulphony 1, 
N-(C 1 ^alky llsulphonyl)amino, N-(C i ^alky Isulphony 1)-N-(C i ^alky l)amino, 
N,N-di(CMallcylsulphonyl)amino, a C3.7alkylene chain joined to two ring C carbon atoms, 
CMalkanoylamihoCMalkyl, carboxy 
or represents a gro\p R^^X*^, wherein represents a direct bond, -0-, -CH2-, -0C(0)-, 
-C(0)-, -S-, -SO-, -S6)2-, -NR^^C(O)-, -C(0)NR^^-, -S02NR^^-, -NR^^S02- or -NR^*- 
(wherein R^^, R^^, R^^, and R^^ each independently represents hydrogen, Ci-salkyl or 
Ci-3alkoxyC2.3alkyl), ana\R^^ is selected from one of the following twenty-two groups: 

1) hydrogen, oxiranylCMalkyl or Ci-salkyl which may be unsubstituted or which may be 
substituted with one or mofe groups selected from hydroxy, fluoro, chloro, bromo and 
amino; 

2) Ci.5alkylX*^C(0)R^^ (whereiriyX^ * represents -O- or -NR^^- (in which R^^ represents 
hydrogen, Ci-3alkyl or Ci.3alkoxYC2.3alkyl) and R^^ represents Ci-3alkyl, -NR^V^ or 
-OR^^ (wherein R^, R*^^ and R^^ Mfhich may be the same or different each represents 
hydrogen, Ci-salkyl or Ci-3alkoxi(Q^ 

3) Ci-salkylX'^R^^ (wherein X^^ represents -0-, -S-, -SO-, -SO2-, -0C(0)-, -NR^^C(O)-, 
-C(0)NR^^-, -SOjNR^*^-, -NR^'S02- orVNR^^- (wherein R^^ R^^ R^^ R^^ and R^^ each 
independently represents hydrogen, Ci-3alkyl or Ci.3alkoxyC2-3alkyl) and R^^ represents 
hydrogen, Ci^alkyl, cyclopentyl, cyclohexyl or a 4-6-membered saturated heterocyclic 
group with 1-2 heteroatoms, selected independently from O, S and N, which Ci-3alkyl 
group may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno and 
CMalkoxy and which cyclic group may bear 1 oVv 2 substituents selected from 0x0, 
hydroxy, halogeno, cyano, CMcyanoalkyl, Ci.4alkyi, Ci-4hydroxyalkyl, CMalkoxy , 
CMalkoxyCMalkyl, CMalkylsulphonylCMalkyl, CiUalkoxycarbonyl, CMaminoalkyl, 
Ci-4alkylamino, di(CMalkyl)amino, CMalkylaminoCVialkyI, 

di(C 1 ^aIkyl)aminoC 1 ^alkyl, C 1 -4alkylaminoC 1 ^alkoxy\di(C 1 ^alkyl)aminoC 1 ^alkoxy 
and a group -(-0-){(CMalkyl)gringD (wherein f is 0 or 1,V is 0 or 1 and ring D is a 4- 
6-membered saturated heterocyclic group with 1 -2 heteroatoms, selected independently 
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5) 




froimO, S and N, which cycHc group may bear one or more substituents selected from 
CMalfeyl)); 

4) Ci-5alkylX*^Ci.5alkylX^'*R" (wherein X*^ and X*"* which may be the same or different 
are each -V -S-, -SO-, -SO2-, -NR''C(0)-, -C(0)NR''-, -SO2NR''-, -NR^'SOi- or 
-NR^^- (wh^sein R^"*, R^^ R^^, R^^ and R^^ each independently represents hydrogen, 
Ci-3alkyl or Ci^alkoxyC2.3alkyl) and R^^ represents hydrogen, Ci.salkyi or 
C 1 .3alkoxyC2.3alW 1) ; 

R^^ (wherein R^^ isva 4-6-membered saturated heterocyclic group (linked via carbon or 
nitrogen) with 1-2 heteroatoms, selected independently from O, S and N, which 
heterocyclic group ma\ bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno, 
cyano, Ci-4cyanoalkyl, Oi^alkyl, Ci^hydroxyalkyl, Ci^alkoxy, CMalkoxyCi-4alkyl, 
Ci-4alkylsulphonylCi-4alkyL CMalkoxycarbonyl, CMaminoalkyl, Ci^alkylamino, 
di(CMalkyl)amino, Ci-4alkyIaminoCMalkyl, di(CMalkyl)aminoCMalkyl, 
CMalkylaminoCi-4alkoxy, di(6^-4alkyl)aminoCMalkoxy and a group 
_(.0-)f{Ci.4alkyl)gringD (wherA f is 0 or 1, g is 0 or 1 and ring D is a 4-6-membered 
saturated heterocyclic group wimV2 heteroatoms, selected independently from O, S 
and N, which cyclic group may beai\one or more substituents selected from CMalkyl)); 

6) Ci-salkylR^^ (wherein R^^ is as defmeiJ herein); 

7) C2-5alkenylR^^ (wherein R^^ is as defined herein); 

8) C2.5alkynylR^^ (wherein R^^ is as definedVerein); 

9) R^^ (wherein R^^ represents a pyridone group, a phenyl group or a 5-6-membered 
aromatic heterocyclic group (linked via carboii or nitrogen) with 1-3 heteroatoms 
selected from O, N and S, which pyridone, pheiwl or aromatic heterocyclic group may 
carry up to 5 substituents selected from hydroxy ,^alogeno, amino, Ci-4alkyl, 
CMalkoxy, C why droxy alky 1, CMaminoalkyl, Ci Alkylamino, CMhydroxyalkoxy, 
carboxy, trifluoromethyl, cyano, -C(0)NR^*R^', -NRPC(0)R^^ (wherein R^^ R^^ 
and R^"*, which may be the same or different, each represents hydrogen, Ci-4alkyl or 
Ci-3alkoxyC2-3alkyl) and a group -(-0-)f{CMalkyl)gringD (wherein f is 0 or 1, g is 0 or 
1 and ring D is a 4-6-membered saturated heterocyclic group with 1-2 heteroatoms. 
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elected independently from O, S and N, which cyclic group may bear one or more 
suDstituents selected from Ci-4alkyl)); 

10) Ci-salkylR*" (wherein is as defined herein); 

1 1) C2.5alRenylR^° (wherein is as defined herein); 

12) C2-5alkyrtylR^° (wherein is as defined herein); 

13) Ci.5alkyl>0?R^" (wherein X'^ represents -0-, -S-, -SO-, -SO2-, -NR"C(0)-, 
-C(0)NR^^-,^^02NR"-, -NR^^SOz- or -NR^^- (wherein R^^ R*^ R^', R^* and R^' each 
independently rl^resents hydrogen, Cioalkyl or Ci.3alkoxyC2-3allcyl) and R^° is as 
defined herein); 

herein X'^ represents -0-, -S-, -SO-, -SO2-, -NR'°C(0)-, 
-C(0)NR''-, -S02NR^-, -NR^^S02- or -NR''- (wherein R'^ R^', R^' and R^' each 
independently represent\hydrogen, C 1 -aalkyl or C 1 .3alkoxyC2-3alkyl) and R^° is as 

7 defined herein); 

15) C2-5alkynylX' V° (whereinV ^ represents -0-, -S-, -SO-, -SO2-, -NR^^C(O)-, 

-C(0)NR''-, -SO2NR''-, -NR^02- or -NR^'- (wherein R'^ R'^ R'', R'' and R'' each 

\ 80 • 

independently represents hydrog^Cioalkyl or Ci.3alkoxyC2.3alkyl) and R is as 
defined herein); 



16) CMalkylX^^CMalkylR'^ (wherein represents -0-, -S-, -SO-, -SO2-, -NR*""C(0)-, 



>80 



lOOr 



-C(0)NR'^^-, -S02NR^''-, -NR^"^S02- V -NR^"^- (wherein R^"", R*"\ R^^ R^"^ and 



,103 



104 
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R^*^"^ each independently represents hydrogen, Cioalkyl or Ci.3alkoxyC2-3alkyl) and R 
is as defined herein); 

17) CMalkylX'^CMalkylR^^ (wherein X*^ and rT are as defined herein); 

18) C2.5alkenyl which may be unsubstituted or whMi may be substituted with one or more 
groups selected fi-om hydroxy, fluoro, amino, Ci Wkylamino, N,N-di(CMalkyl)amino, 
aminosulphonyl, N-CMalkylaminosulphonyl and RN-di(CMalkyl)aminosulphonyl; 

19) C2-5alkynyl which may be unsubstituted or which ma^^ be substituted with one or more 
groups selected fi-om hydroxy, fluoro, amino, CMalkylamino, N,N-di(CMalkyl)amino, 
aminosulphonyl, N-CMalkylaminosulphonyl and N,N-dVCMalkyl)aminosulphonyl; 

20) C2.5alkenylX^^CMalkylR^^ (wherein X*^ and R^^ are as defined herein); 

21) C2.5alkynylX'^CMalkylR^^ (wherein X'^ and R^^ are as defined herein); and 
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22) CMallW^°^(CMalkyl)x(X*\R*^^ (wherein X*^ is as defined herein, x is 0 or 1, y is 0 
or 1, andV*^^ and R*^^ are each independently selected from hydrogen, Cioalkyl, 
cyclopentykcyclohexyl and a 4-6-membered saturated heterocyclic group with 1-2 
heteroatonis,\elected independently from O, S and N, which Cioalkyl group may bear 
1 or 2 substituehts selected from oxo, hydroxy, halogeno and Ci^alkoxy and which 
cyclic group may\bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, 
cyano, CMcyanoalkyl, CMalkyl, CMhydroxyalkyl, Ci^alkoxy, CMalkoxyCMalkyl, 
CMalkylsulphonylQ^alkyl, CMalkoxycarbonyl, CMaminoalkyl, Ci-4alkylamino, 
di(CMalkyl)amino, CiyalkylaminoCMalkyl, di(CMalkyl)aminoCi_4alkyl, 
CMalkylaminoCMalko^W, di(CMalkyl)aminoCMalkoxy and a group 
-(-0-)f(Ci-4alkyl)gringD (Wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-6-membered 
saturated heterocyclic group with 1-2 heteroatoms, selected independently from O, S 
and N, which cyclic group may bear one or more substituents selected from Ci-4alkyl) 
with the proviso that R'^^ cannot be hydrogen); 
and additionally wherein any Ci-salkyl, C2-5alkenyl or C2.5alkynyl group in R^^X^^- may 
bear one or more substituents selecte^ from hydroxy, halogeno and amino; 
or a salt or prodrug thereof 

32. (New) The method according to kaim 31 wherein: 
ring C is a 9-10-membered bicyclic moiety wliich may be saturated or unsaturated, which 

may be aromatic or non-aromatic, and which^ptionally may contain 1-3 heteroatoms 

selected independently from O, N and S; 
Z is -0-, -NH-, -S- or -CH2-; 

R' represents hydrogen, 0x0, halogeno, hydroxy, cAalkoxy, d^alkyl, CMalkoxymethyl, 
Ci-4alkanoyl, CMhaloalkyl, cyano, amino, C2-5alkeWl, C2.5alkynyl, Ci-3alkanoyloxy, nitro, 
Ci-4alkanoylamino, CMalkoxycarbonyl, CMalkylsulbhanyl, CMalkylsulphinyl, 
C 1 ^alkylsulphony 1, carbamoyl, N-C 1 -4alky lcarbamoyl\ N,N-di(C 1 ^alkyl)carbamoyl, 
aminosulphonyl, N-Ci^alkylaminosulphonyl, N,N-di((Jd^alkyl)aminosulphonyl, 
N-(C 1 ^alkylsulphonyl)amino, N-(C 1 ^alkylsulphonyl)-N\C 1 ^alkyl)amino. 
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N,N-ai(CMalkylsulphonyl)amino or a C3.7alkylene chain joined to two ring C carbon 
atoms; 

n is an integ^ from 0 to 5; 
m is an integefsfrom 0 to 3; 

represents hydrogen, hydroxy, halogeno, cyano, nitro, trifluoromethyl, Cioalkyl, 
Ci-3alkoxy, Ci-aalkylsulphanyl, -NR^R"^ (wherein R^ and R^^, which may be the same or 
different, each repi^sents hydrogen or Cioalkyl), 
or R^ represents a grouf* R^X*-, wherein represents a direct bond, -0-, -CH2-, -0C(0)-, 
-C(0)-, -S-, -SO-, -SOV-, -NR^C(O)-, -C(0)NR^-, -SOsNR^-, -NR^SOa- or -NR^^- 
(wherein R^ R^ R^ R^ kid R*^ each independently represents hydrogen, Ci^alkyl or 
Ci-3alkoxyC2-3alkyl), and V is selected from one of the following twenty-one groups: 

1) hydrogen or Ci-salkyl which may be unsubstituted or which may be substituted with 
one or more groups selectedsirom hydroxy, fluoro and amino; 

2) Ci.5alkylX^C(0)R^* (whereinV\epresents -O- or -NR^^- (in which R*^ represents 
hydrogen, Ci^alkyl or Ci.3alRo!^C2.3alkyl) and R^^ represents Cioalkyl, -NR^^R^"^ or 
-OR*^ (wherein R^\ R^"^ and Ic"^mich may be the same or different each represents 
hydrogen, Ci^alkyl or Ci.3alkoxyC2Ylkyl)); 

3) Ci.salkylX^R*^ (wherein X^ representko-, -S-, -SO-, -SO2-, -0C(0)-, -NR^^C(O)-, 
-C(0)NR'^-, -SOsNR*^-, -NR^^S02- or W^^- (wherein R^', R'\ R'^ and R^' each 
independently represents hydrogen, Ci^alWl or Ci.3alkoxyC2.3alkyl) and R'^ represents 
hydrogen, Ci-3alkyl, cyclopentyl, cyclohexyXpr a 5-6-membered saturated heterocyclic 
group with 1-2 heteroatoms, selected independently from O, S and N, which Ci^alkyl 
group may bear 1 or 2 substituents selected fronl\^xo, hydroxy, halogeno and 
CMalkoxy and which cyclic group may bear 1 or zysubstituents selected from 0x0, 
hydroxy, halogeno, CMalkyl, CMhydroxyalkyl and (Si.4alkoxy); 

4) Ci-salkylX'^Ci-salkylX^R^^ (wherein X"^ and X^ which may be the same or different are 
each -0-, -S-, -SO-, -SO2-, -NR''C(0)-, -C(0)NR''-, -sVnr''-, -NR'^SOs- or -NR''- 
(wherein R^\ R^"^, R^^, R^^ and R^^ each independently rewesents hydrogen, Ci,3alkyl 
or Ci.3alkoxyC2.3alkyl) and R^^ represents hydrogen or Ci-3alkyl); 
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5) R^^ ^/herein R^^ is a 5-6-membered saturated heterocyclic group (linked via carbon or 
nitrogen) with 1-2 heteroatoms, selected independently from O, S and N, which 
heterocyclic group may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, 
cyano, CAcyanoalkyl, Ci^alkyl, Ci-4hydroxyalkyl, CMalkoxy, CMalkoxyCi-4alkyl and 
Ci ^alkylsulphonylC i -4alkyl); 

6) Ci-salkylR^^ (Wherein R^^ is as defined herein); 

7) C2-5alkenylR^^ (wherein R^^ is as defined herein); 

8) C2-5alkynylR^^ (wherein R^^ is as defined herein); 

9) R^^ (wherein R^^ rq^resents a pyridone group, a phenyl group or a 5-6-membered 
aromatic heterocyclic group (linked via carbon or nitrogen) with 1-3 heteroatoms 
selected from O, N anAS, which pyridone, phenyl or aromatic heterocyclic group may 
carry up to 5 substituentkon an available carbon atom selected from hydroxy, halogeno, 
amino, C^alkyl, Ci-4alkoW, CMhydroxyalkyl, CMaminoalkyl, CMalkylamino, 
CMhydroxyalkoxy, carbox\ trifluoromethyl, cyano, -C(0)NR^°R^' and -NR^^C(0)R^^ 
(wherein R^^, R^^ and R^Vhich may be the same or different, each represents 
hydrogen, Ci^alkyl or Ci-3alk()xyC2-3alkyl)); 

10) Ci salkylR^^ (wherein R^^ is as<^^^^ herein); 

1 1) C2.5alkenylR^^ (wherein R^^ is asNdefined herein); 

12) C2-5alkynylR^^ (wherein R^^ is as otefined herein); 

13) Ci-salkylX^R^^ (wherein represeiAs -O-, -S-, -SO-, -SO2-, -NR^^C(O)-, -C(0)NR^^-, 
-S02NR^^-, -NR^^S02- or -NR^^- (whetein R^^ R^^ R^^ R^^ and R^^ each 
independently represents hydrogen, Ci-a^yl or Ci.3alkoxyC2.3alkyl) and R^^ is as 
defined herein); 

14) C2-5alkenylxV^ (wherein X^ represents -(k -S-, -SO-, -SO2-, -NR^^C(O)-, 
-C(0)NR'^-, -S02NR^'-, -NR^'SOs- or -NRA(wherein R^^ R^^ R'\ R'' and R^^ each 
independently represents hydrogen, Ci.3alkyl or\pi.3alkoxyC2.3alkyl) and R is as 
defined herein); 

15) C2.5alkynylX^R^^ (wherein X^ represents -0-, -S-, -^O-, -SO2-, -NR^'^C(O)-, 
-C(0)NR'^-, -SOzNR^^-, -NR^'S02- or -NR'^- (wher\in R'^ R^\ R'^ R'^ and R^^ each 
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independently represents hydrogen, Ci-aalkyl or Ci.3alkoxyC2-3alkyl) and R^^ is as 
denned herein); 

16) Ci-3alkylX^Ci.3alkylR^^ (wherein represents -0-, -S-, -SO-, -SO2-, -NR^^C(O)-, 
-C(oW^^-, -S02NR^^-, -NR^^S02- or -NR^^- (wherein R^^ R^^ R^^ and R^^ each 
independently represents hydrogen, Ci^alkyl or Ci.3alkoxyC2.3alkyl) and R^^ is as 
defined Herein); 

17) Ci.3alkylX?Ci.3alkylR^^ (wherein and R^^ are as defined herein); 

18) C2-5alkenyl Which may be unsubstituted or which may be substituted with one or more 
groups selected fi-om hydroxy, fluoro, amino, d^alkylamino, N,N-di(CMalkyl)amino, 
aminosulphon^, N-Ci-4alkylaminosulphonyl and N,N-di(Ci-4alkyl)aminosulphonyl; 

19) C2-5alkynyl whiqi may be unsubstituted or which may be substituted with one or more 
^ groups selected fi"om hydroxy, fluoro, amino, Ci^alkylamino, N,N-di(Ci^alkyl)amino, 

aminosulphonyl, N-GMalkylaminosulphonyl and N,N-di(CMalkyl)aminosulphonyl; 

20) C2-5alkenylX^Ci-4alkW (wherein X^ and R^^ are as defined herein); and 

21) C2-5alkynylX^Ci-4alkyl)^ (wherein X^ and R^^ are as defined herein); 
or a salt or prodrug thereof. 

33. (New) The method ac^rding to claim 31, wherein R^ represents hydroxy, 
halogeno, cyano, nitro, trifluoromethyl, Ci^alkyl, amino or R^X^-, wherein X^ is as defined 
in claim 31 and R^ is selected fi:-om one of the following twenty-two groups: 

1) CMalkyl which may be unsubstitkted or which may be substituted with one or more 
groups selected fi-om fluoro, chlordand bromo, or C2.5alkyl which may be 
unsubstituted or substituted with ondor more groups selected fi-om hydroxy and amino; 

2) C2.3alkylX^C(0)R^^ (wherein X^ is asVlefined in claim 31 and R^^ represents -NR*^R'^ 
or -OR'^ (wherein R*\ R'"^ and R^^ whi\jh may be the same of different are each 
Ci-4alkyl or Ci.2alkoxy ethyl)); 

3) C2^alkylX^R^^ (wherein X^ is as defined ik claim 31 and R^^ is a group selected fi-om 
Ci.3alkyl, cyclopentyl, cyclohexyl, pyrrolidWl, piperazinyl, piperidinyl, 
imidazolidinyl, azetidinyl and tetrahydropyrahyl, which Ci-3alkyl group may bear 1 or 2 
substituents selected fi-om 0x0, hydroxy, halogeno and Ci.2alkoxy and which 
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cycldpentyl, cyclohexyl, pyrrolidinyl, piperazinyl, piperidinyl, imidazolidinyl, 
azetidinyl or tetrahydropyranyl group may bear 1 or 2 substituents selected from oxo, 
hydroxy\halogeno, cyano, Ci-scyanoalkyl, Cioalkyl, Ciohydroxyalkyl, Ci-aalkoxy, 
Ci-2alkoxV^i.3alkyl, Ci-2alkylsulphonylCi.3alkyl, Cioalkoxycarbonyl, Ci.aalkylamino, 
di(Ci.3alkyl)ammo, Ci-BalkylaminoCi-salkyl, di(Ci-3alkyl)aminoCi.3alkyl, 
Ci-3alkylamiitoCi.3alkoxy, di(Ci-3alkyl)aminoCi.3alkoxy and a group 
-(-0-)f(Ci-3alkyi;)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a heterocyclic 
group selected from pyrrolidinyl, piperazinyl, piperidinyl, imidazolidinyl, azetidinyl, 
morpholino and thiomorphoHno, which cyclic group may bear one or more substituents 
selected from Ci^alkw)); 

4) C2.3alkylX'^C2.3alkylX^R^^ (wherein X"^ and X^ are as defined in claim 31 and R^^ 
represents hydrogen or cV3alkyl); 

5) R^^ (wherein R^^ is as defirted in claim 31); 

6) CMalkylR*^^ (wherein R*'^ i\a group selected from pyrrolidinyl, piperazinyl, 
piperidinyl, imidazolidin-l-yl/^etidinyl, l,3-dioxolan-2-yl, l,3-dioxan-2-yl, 
l,3-dithiolan-2-yl and 1,3-ditmA^yl, which group is Hnked to CMalkyl through a 
carbon atom and which group maySbear 1 or 2 substituents selected from oxo, hydroxy, 
halogeno, cyano, Ci.3cyanoalkyl, CiVlkyl, Ci-3hydroxyalkyl, Ci-3alkoxy, 
Ci-2alkoxyCi-3alkyl, Ci-2alkylsulphonylX:i_3alkyl, Ci^alkoxycarbonyl, Ci.3alkylamino, 
di(C 1 .3alkyl)amino, C i .3alkylaminoC i -3 alkyl, di(C 1 .3 alky l)aminoC 1 -3 alkyl, 
Ci.3alkylaminoCi.3alkoxy, di(Ci.3alkyl)anflnoCi.3alkoxy and a group 
-(-0-)f(Ci.3alkyl)gringD (wherein f is 0 or 1,V is 0 or 1 and ring D is a heterocycHc 
group selected from pyrroUdinyl, piperazinyl,Viperidinyl, imidazolidinyl, azetidinyl, 
morpholino and thiomorpholino, which cyclic gtoup may bear one or more substituents 
selected from Ci.3alkyl)) or C2^alkylR**^ (whereifi R^^* is a group selected from 
morpholino, thiomorpholino, azetidin-l-yl, pyrrolidin-l-yl, piperazin-l-yl and 
piperidino which group may bear 1 or 2 substituents selected from 0x0, hydroxy, 
halogeno, cyano, Ci.3cyanoalkyl, Ci^alkyl, Ci.3hydroxyl^yl, Ci^alkoxy, 
Ci.2alkoxyCi.3alkyl, Ci.2alkylsulphonylCi.3alkyl, Ci.3alkoX-3/carbonyl, Ci.3alkylamino, 
di(C 1 .3alkyl)amino, C 1 ^alkylaminoC 1 ^alkyl, di(C 1 .3alkyl)aminoC 1 -3alkyl, 
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Ci-aalkylaminoCioalkoxy, di(Ci.3alkyl)aminoCi.3alkoxy and a group 
.(-O-UCioalkyOgringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a heterocyclic 
group sdected from pyrroHdinyl, piperazinyl, piperidinyl, imidazolidinyl, azetidinyl, 
morphohnb and thiomorpholino, which cycHc group may bear one or more substituents 
selected from Ci.3alkyl)); 

7) Ca^alkenylR*^ (wherein R^^^ represents R*^*^ or R^** as defined herein); 

8) Cs^alkynylR^*^ (Wherein R*'^ represents R^*^ or R*'* as defined herein); 

9) R^^ (wherein R^^ ikas defined in claim 31); 

10) CMalkylR^^ (wherein R^^ is as defined in claim 31); 

1 1) l-R^Vop-l-ei^-3-ylV l-R^^but-2-en-4-yl (wherein R^^ is as defined in claim 31 with 
the proviso that when is l-R^Vop-l-ei^-3-yU is linked to the alkenyl group via 
a carbon atom); \ 

12) l-R^Vop-l-yi^-^-yl or l-R^%ut-2-yn-4-yl (wherein R^^ is as defined in claim 31 with 
the proviso that when R^ is VR3^prop-l-yn-3-yl, R^^ is linked to the alkynyl group via 
a carbon atom); /\ 

13) Ci-salkylX^R^^ (wherein X^kn^^^ are as defined in claim 31); 

14) l-(R^^X^)but-2-en-4-yl (wherein and R^^ are as defined in claim 31); 

15) l-(R^^X^)but-2-yn-4-yl (wherein xVid R^^ are as defined in claim 31); 

16) C2-3alkylX^Ci.3alkylR^^ (wherein X' ^d R^^ are as defined in claim 31); 

17) C2.3alkylX^Ci.3alkylR^^ (wherein X^ anii R^^ are as defined in claim 31); 

18) C2-5alkenyl which may be unsubstituted ot which may be substituted with one or more 
fluorine atoms or with one or two groups selected from hydroxy, fluoro, amino, 
Ci^alkylamino, N,N-di(CMalkyl)amino, amiiiosulphonyl, N-Ci^alkylaminosulphonyl 
and N,N-di(CMalkyl)aminosulphonyl; \ 

19) C2.5alkynyl which may be unsubstituted or whicK may be substituted with one or more 
fluorine atoms or with one or two groups selected from hydroxy, fluoro, amino, 
CMalkylamino, N,N-di(CMalkyl)amino, aminosulpWyl, N-CMalkylaminosuIphonyl 
and N,N-di(CMalkyl)aminosulphonyl; \ 

20) C2-4alkenylX^Ci.3alkylR^^ (wherein X^ and R^^ are as dVmed in claim 31); 

21) C2^alkynylX^Ci.3alkylR^^ (wherein X^ and R^^ are as defined in claim 31); and 
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22) Ci.3alkylR^\Ci.3alkyl)q(X^)rR^^ (wherein X^ q, r, R^"^ and R^^ are as defined in claim 
31); 

and additionally wherein any Ci-salkyl, C2.5alkenyl or C2.5alkynyl group in R^X*- may bear 
one or more subkituents selected from hydroxy, halogeno and amino. 




34. (New) The method according claim 31 wherein Z is -0-, -NH- or -S-. 



35. (New) The lAethod according to claim 31 wherein ring C is a 9-10-membered 
heteroaromatic bicyclic moiety which contains 1-3 heteroatoms selected independently from 
0,NandS. 



36. (New) The method ^cording to claim 31 wherein R' represents oxo, halogeno, 
hydroxy, Ci_2alkoxy, Ci.2alkyl,(QiWkoxymethyl, C2-3alkanoyl, Ci-2haloalkyl, cyano, amino, 
C2^alkenyl, C2-4alkynyl, C2-3alkanoyioxy, nitro, C2.3alkanoylamino, Ci-2alkoxycarbonyl, 

C 1 .2alkylsulphanyl, Ci -2alky lsulphinyl>C i .2alky Isulphonyl, carbamoyl, 
N-Ci.2alkylcarbamoyl, N,N-di(Ci-2alkyl)carbamoyl, aminosulphonyl, 

N-Ci.2alkylaminosulphonyl, N,N-di(Ci.2alWl)aminosulphonyl, N-(Ci-2alkylsulphonyl)amino, 
N-(Ci.2alkylsulphonyl)-N-(Ci.2alkyl)amino a C3.7alkylene chain joined to two ring C 
carbon atoms. 

37. (New) The method according to claim 3\ wherein n is 0, 1 or 2. 



38. (New) The method according to claim 31 wWein m is 1 or 2. 



Oj/0t/^ / ^ compound -ef 4he formula lb 
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(11) 



wherein: 

ring C is an 8, 9, 10, 12 or 13-membered bicyclicZr tricyclic moiety which moiety may be 
saturated or unsaturated, which may be aronmic or non-aromatic, and which optionally 
may contain 1-3 heteroatoms selected independently from O, N and S; 

Zb is -0- or -S-; 

n is an integer from 0 to 5; 

represents hydrogen, hydroxy, haloge(no, cyano, nitro, trifluoromethyl, Ci-3alkyl, 
Ci.3alkoxy, Cioalkylsulphanyl, -NlrR"^ (wherein and R"^, which may be the same or 
different, each represents hydrog/n or Cioalkyl), 

or R^ represents a group R^X*-, wlierein represents a direct bond, -0-, -CH2-, -0C(0)-, 
-C(0)-, -S-, -SO-, -SO2-, -Ne/cCO)-, -C(0)NR'-, -SOsNR^-, -NR^S02- or -NR'*^- 
(wherein R^, R^ R^, R^ and^^*^ each independently represents hydrogen, Ci-aalkyl or 
Ci.3alkoxyC2.3alkyl), andil^ is selected from one of the following twenty-two groups: 

1) hydrogen, oxiranyl(X4alkyl or Ci.salkyi which may be unsubstituted or which may be 
substituted with 09^ or more groups selected from hydroxy, fluoro, chloro, bromo and 
amino; 

2) Ci-5alkylX^C(G))R^' (wherein X^ represents -O- or -NR*^- (in which R*^ represents 
hydrogen, CAalkyl or Ci.3alkoxyC2.3alkyl) and R*' represents Ci^alkyl, -NR^^R^"^ or 
-OR^^ (wh/rein R^\ R*"^ and R'^ which may be the same or different each represents 
hydrogen, Ci-salkyl or Ci.3alkoxyC2-3alkyl)); 

3) Ci.salk/lX^R^^ (wherein X^ represents -0-, -S-, -SO-, -SO2-, -0C(0)-, -NR*^C(0)-, 
-C(QiNR^^-, -S02NR^^-, -NR^^S02- or -NR^*- (wherein R*^ R'^ R^^ R^^ and R^^ each 
independently represents hydrogen, Ci^alkyl or Ci.3alkoxyC2.3alkyl) and R*^ represents 

/drogen, Ci-salkyl, cyclopentyl, cyclohexyl or a 4-6-membered saturated heterocyclic 
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^oup with 1-2 heteroatoms, selected independently from O, S and N, which Ci-salkyl 
grovm may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno and 
Ci-4aIkoxy and which cyclic group may bear 1 or 2 substituents selected from oxo, 
hydroxy^^alogeno, cyano, Ci^cyanoalkyl, CMalkyl, d^hydroxyalkyl, C^alkoxy, 
CMalkoxy)s^alkyl, CMalkylsulphonylCMalkyl, C^alkoxycarbonyl, CMaminoalkyl, 
CMalkylamin^o di(Ci-4alkyl)amino, Ci-4alkylaminoCi-4alkyl, 

di(CMalkyl)amirloCMalkyl, Ci^alkylaminoCMalkoxy, di(CMalkyl)aminoCi-4alkoxy 
and a group -(-0-)f\^i-4alkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4- 
6-membered saturate<Pheterocyclic group with 1-2 heteroatoms, selected independently 
from O, S and N, which c^fclic group may bear one or more substituents selected from 
CMalkyl)); 

4) Ci-salkylX'^Ci-salkylX^R^^ (wlWein X"^ and which may be the same or different are 
each -0-, -S-, -SO-, -SO2-, -NR'\(0)-, -C(0)NR''-, -SO2NR''-, -NR''S02- or -NR^'- 
(wherein R^"^, R^^, R^^ and R^^ each independently represents hydrogen, Ci-3alkyl 
or Ci-3alkoxyC2.3alkyl) and R^^ repres^s hydrogen, Ci^alkyl or Ci.3alkoxyC2.3alkyl); 

5) R^^ (wherein R^^ is a 4-6-membered saturated heterocyclic group (linked via carbon or 
nitrogen) with 1-2 heteroatoms, selected ind^endently from O, S and N, which 
heterocyclic group may bear 1 or 2 substituentssselected from 0x0, hydroxy, halogeno, 
cyano, CMcyanoalkyl, CMalkyl, CMhydroxyalkyk CMalkoxy, CMalkoxyCMalkyl, 
CMalkylsulphonylCMalkyl, CMalkoxycarbonyl, Ci^^inoalkyl, CMalkylamino, 
di(CMalkyl)amino, CMalkylaminoCMalkyl, di(CMalkynaminoCMalkyl, 
CMalkylaminoCMalkoxy, di(CMalkyl)aminoCMalkoxy a^d a group 
-(-0-)f(CMalkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and iW D is a 4-6-membered 
saturated heterocyclic group with 1-2 heteroatoms, selected independently from O, S 
and N, which cyclic group may bear one or more substituents selected from CMalkyl)); 

6) Ci.5alkylR^^ (wherein R^^ is as defined herein); \ 

7) C2.5alkenylR^^ (wherein R^^ is as defined herein); \ 

8) C2-5alkynylR^^ (wherein R^^ is as defined herein); \ 

9) R^^ (wherein R^^ represents a pyridone group, a phenyl group or a 5-6-memb6red 
aromatic heterocyclic group (linked via carbon or nitrogen) with 1-3 heteroatoms 
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^elected from O, N and S, which pyridone, phenyl or aromatic heterocyclic group may 
c^ up to 5 substituents selected from hydroxy, halogeno, amino, Ci^alkyl, 
CM^oxy, Ci^hydroxyalkyl, C^aminoalkyl, CMalkylamino, CMhydroxyalkoxy, 
carboA trifluoromethyl, cyano, -C(0)NR^^R^\ -NR^^C(0)R^^ (wherein R^^ R^^ R^^ 
and R^^, vWiich may be the same or different, each represents hydrogen, Ci-4alkyl or 
Ci-salkoxyC^oalkyl) and a group -(-0-)KCMalkyl)gringD (wherein f is 0 or 1, g is 0 or 
1 and ring D isva 4-6-membered saturated heterocyclic group with 1-2 heteroatoms, 
selected independently from O, S and N, which cyclic group may bear one or more 
substituents selected from Ci_4alkyl)); 

10) Ci-salkylR^^ (wherem R^^ is as defined herein); 

1 1) C2-5alkenylR^^ (wherem R^^ is as defined herein); 

12) C2.5alkynylR^^ (wherein is as defined herein); 

2^2- 13) Ci.salkylX^R'^ (wherein xNrepresents -0-, -S-, -SO-, -SO2-, -NR^'C(O)-, -C(0)NR^^-, 
-S02NR^^-, -NR^^S02- or -NR^- (wherein R^^ R^^ R^^ R^' and R^^ each 
independently represents hydroglm, Cioalkyl or Ci.3alkoxyC2.3alkyl) and R is as 
defined herein); 

14) C2.5alkenylxV^ (wherein represVs -0-, -S-, -SO-, -SO2-, -NR^^C(O)-, 
-C(0)NR'"'-, -SO2NR''-, -NR^'S02- orVR'*'- (wherein R'°, R'', R"' and R^' each 
independently represents hydrogen, CioalVl or Ci.3alkoxyC2.3alkyl) and R^' is as 
defined herein); 

15) C2-5alkynylX^R^^ (wherein X^ represents -0-, V, -SO-, -SO2-, -NR^C(O)-, 
-C(0)KR''-, -SO2NR''-, -NR''S02- or -NR^^- (Wherein R^, R'^ R'\ R'' and R"' each 
independently represents hydrogen, Ci-salkyl or Ci-^lkoxyC2.3alkyl) and R^' is as 
defined herein); 

16) CMalkylX^CMalkylR^' (wherein X^ represents -0-, -S-\S0-, -SO2-, -NR^'C(O)-, 
-C(0)NR^°-, -S02NR^'-, -NR^^S02- or -NR"- (wherein r\ R^°, R^', R" and R" each 
independently represents hydrogen, Ci-3alkyl or Ci-salkoxyCiS^alkyl) and R^' is as 
defined herein); 

17) CMalkylX^Ci^alkylR^^ (wherein X^ and R^^ are as defined herein^ 
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?) C2.5alkenyl which may be unsubstituted or which may be substituted with one or more 
roups selected from hydroxy, fluoro, amino, CMalkylamino, N,N-di(Ci-4allcyl)amino, 
inosulphonyl, N-CMalkylaminosulphonyl and N,N-di(CMalkyl)aminosulphonyl; 

19) C2.5alkynyl which may be unsubstituted or which may be substituted with one or more 
groups\elected from hydroxy, fluoro, amino, Ci^alkylamino, N,N-di(Ci^alkyl)amino, 
aminosulphonyl, N-CMalkylaminosulphonyl and N,N-di(CMalkyl)aminosulphonyl; 

20) C2-5alkenylVcMalkylR^^ (wherein and R^^ are as defined herein); 

21) C2-5alkynylX^MalkylR^^ (wherein and R^^ are as defined herein); and 

22) CMalkylR^\Ci\lkyl)q(X^)rR^^ (wherein X^ is as defined herein, q is 0 or 1, r is 0 or 
1, and R^"^ and R^^ ^e each independently selected from hydrogen, Ci^alkyl, 
cyclopentyl, cyclohexVl and a 4-6-membered saturated heterocyclic group with 1-2 

^ heteroatoms, selected independently from O, S and N, which Ci-aalkyl group may bear 
1 or 2 substituents selecte(M-om oxo, hydroxy, halogeno and Ci-4alkoxy and which 
cyclic group may bear 1 or 2 aubstituents selected from oxo, hydroxy, halogeno, 
cyano, CMcyanoalkyl, CMalkyVCMhydroxyalkyl, C^alkoxy, Ci-4alkoxyCMalkyl, 
CMalkylsulphonylCi-4alkyl, CMalkoxycarbonyl, CMaminoalkyl, Ci^alkylamino, 
di(CMalkyl)amino, CMalkylaminoQyalkyl, di(CMalkyl)aminoCMalkyl, 
Ci-4alkylaminoCMalkoxy, di(CMalkylWiinoCMalkoxy and a group 
_(_0.)f(CMalkyl)gringD (wherein f is 0 orV g is 0 or 1 and ring D is a 4-6-membered 
saturated heterocyclic group with 1-2 heteroatoms, selected independently from O, S 
and N, which cyclic group may bear one or mo)s^ substituents selected from CMalkyl), 
with the proviso that R^"^ cannot be hydrogen); 
and additionally wherein any Ci-salkyl, C2.5alkenyl or CVsalkynyl group in R^X*- may 
bear one or more substituents selected from hydroxy, halogeno and amino; 
R^ represents hydrogen, oxo, halogeno, hydroxy, Ci^alkoxy, cValkyl, CMalkoxymethyl, 
Ci^alkanoyl, CMhaloalkyl, cyano, amino, C2-5alkenyl, C2-5alkynyl, Ci.salkanoyloxy, nitro, 
Ci-4alkanoylamino, Ci^alkoxycarbonyl, CMalkylsulphanyl, Ci^alkylsulphinyl, 
Ci-4alkylsulphonyl, carbamoyl, N-Ci^alkylcarbamoyl, N,N-di(CMalkyl)carbamoyl, 
aminosulphony 1, N-C i ^alky laminosulphonyl, N,N-di(C i ^alkyl)aminosulphony 1, 
N-(CMalkylsulphonyl)amino, N-(Ci-4alkylsulphonyl)-N-(Ci^alkyl)aminC 
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,N-di(Ci^alkylsulphonyl)amino, a Cs-yalkylene chain joined to two ring C carbon atoms, 
Ci^lkanoylaminoCi-4alkyl, carboxy, 
or reptesents a group R^^X*^, wherein X*^ represents a direct bond, -0-, -CH2-, -0C(0)-, 
-C(0)-,V, -SO-, -SO2-, -NR^^C(O)-, -C(0)NR^^-, -SOjNR^^-, -NR^^S02- or -NR^*- 
(wherein r\ R^^, R^^, R^ and R^* each independently represents hydrogen, Cioalkyl or 
Ci.3alkoxyC2.3^kyl), and R^^ is selected from one of the following twenty-two groups: 

1) hydrogen, oxiiViylC}-4alkyl or Ci-salkyl which may be unsubstituted or which may be 
substituted with oH^ or more groups selected from hydroxy, fluoro, chloro, bromo and 
amino; 

2) Ci.5alkyIX'^C(0)R^^ (v^herein X*' represents -O- or -NR^^- (in which R^^ represents 
hydrogen, Ci-aalkyl or Ci}alkoxyC2.3alkyl) and R^^ represents Ci-aalkyl, -NR^V^ or 
-OR^^ (wherein R^, R^^ and which may be the same or different each represents 

U hydrogen, Ci-salkyl or Ci.3alkoxyC2.3alkyl)); 

3) Ci.5alkylX^ (wherein X^^ repreWts -0-, -S-, -SO-, -SO2-, -0C(0)-, -NR^^C(O)-, 
-C(0)NR^^-, -S02NR'^-, -NR'^S02- o^Ml^^- (wherein R^^ R^^ R^^ R'^ and R^^ each 
independently represents hydrogen, Ci.3alkyl or Ci-3alkoxyC2-3alkyl) and R^^ represents 
hydrogen, Ci.3alkyl, cyclopentyl, cyclohexyKor a 4-6-membered saturated heterocyclic 
group with 1-2 heteroatoms, selected independently from O, S and N, which Ci.3alkyl 
group may bear 1 or 2 substituents selected from 0x0, hydroxy, halogeno and 
CMalkoxy and which cyclic group may bear 1 or 2 substituents selected from 0x0, 
hydroxy, halogeno, cyano, CMcyanoalkyl, CMalkyl, Ci\hydroxyalkyl, Ci^alkoxy, 
CMalkoxyCi-4alkyl, CMalkylsulphonylCi^alkyl, CMalkoxycarbonyl, Ci^aminoalkyl, 
CMalkylamino, di(CMalkyl)amino, CMalkylaminoCMalkyl,\ 

di(C 1 _4alkyl)aminoC 1 -4alky 1, C 1 -4alkylaminoC 1 ^alkoxy, di(C 1 ^alkyl)aminoC 1 ^alkoxy 
and a group -(-0-)f{CMalkyl)gringD (wherein f is 0 or 1, g is 0 or l\nd ring D is a 4- 
6-membered saturated heterocyclic group with 1-2 heteroatoms, select^ independently 
from O, S and N, which cyclic group may bear one or more substituents sheeted from 
CMalkyl)); \ 

4) Ci-salkylX^^Ci-salkylX^'^R^^ (wherein X*^ and X*"^ which may be the same or drtferent 
are each -0-, -S-, -SO-, -SO2-, -NR^^C(O)-, -C(0)NR^^-, -S02NR^^-, -NR^^S02- \ 
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\ -NR^^- (wherein R^"^, R^^, R" and R^^ each independently represents hydrogen, 

CAalkyl or Ci-3alkoxyC2-3alkyl) and R" represents hydrogen, Ci^alkyl or 
Ci.3alkoxyC2-3alkyl); 

5) R^^ (wherein R^^ is a 4-6-membered saturated heterocycHc group (Unked via carbon or 
nitrogen) with 1-2 heteroatoms, selected independently from O, S and N, which 
heterocyclic group may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, 
cyano, CiJWanoalkyl, Ci^alkyl, Ci^hydroxyalkyl, CMalkoxy, CMalkoxyCMalkyl, 
CMalkylsul^onylCMalkyl, d^alkoxycarbonyl, d^aminoalkyl, CMalkylamino, 
di(CMalkyl)aiMno, CMalkylaminoCi^alkyl, di(CMalkyl)aminoCMalkyl, 
CMalkylaminoQj^alkoxy, di(Ci-4alkyl)aminoCMalkoxy and a group 
-(-0-)f(CMalkyl)g^ngD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-6-membered 
saturated heterocyclic group with 1-2 heteroatoms, selected independently from O, S 
and N, which cyclic group may bear one or more substituents selected from CMalkyl)); 
A 6) Ci-salkylR^^ (wherein R^^ is as defined herein); 

7) C2-5alkenylR^^ (wherein is as defined herein); 

8) C2-5alkynylR^^ (wherein is as defined herein); 

9) R^^ (wherein R^^ represents^ pyridone group, a phenyl group or a 5-6-membered 
aromatic heterocyclic group (linked via carbon or nitrogen) with 1-3 heteroatoms 
selected from O, N and S, which pyridone, phenyl or aromatic heterocyclic group may 
carry up to 5 substituents selected from hydroxy, halogeno, amino, CMalkyl, 
Ci^alkoxy, Ci^hydroxyalkyl, CMaminoalkyl, CMalkylamino, CMhydroxyalkoxy, 
carboxy, trifluoromethyl, cyano, -C(\3)NR^*R^^ -NR^^C(0)R^^ (wherein R^^ R^^ 
and R^"^, which may be the same or different, each represents hydrogen, CMalkyl or 
Ci-3alkoxyC2-3alkyl) and a group -(-0-)rtLCMalkyl)gringD (wherein f is 0 or 1, g is 0 or 
1 and ring D is a 4-6-membered saturatedVieterocyclic group with . 1-2 heteroatoms, 
selected independently from O, S and N, wl^ich cyclic group may bear one or more 
substituents selected from CMalkyl)); 

10) Ci-salkylR^*' (wherein R^^ is as defined hereinV 

1 1) C2-5alkenylR^^ (wherein R^^ is as defined hereif 

12) C2-5alkynylR^^ (wherein R^° is as defined herein)\ 
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^^^^^ ' ^ C-salkylX' V (wherein X'^ represents -0-. -S-, -SO-, -SO2-, -NR^^C(O)-, 
^ \ap)m}\ -SO2NR*'-, -NR^^SOz- or -NR^'- (wherein R^^ R^^ and R*' each 

indM)endently represents hydrogen, Ci-salkyl or Ci.3alkoxyC2.3alkyl) and R^° is as 
defined herein); 

14) C2-5alkeWlX' V° (wherein X'^ represents -0-, -S-, -SO-, -SO2-, -NR^°C(0)-, 
-C(0)Nr\-S02NR''-, -NR''S02- or -NR^''- (wherein R^^ R'', R'^ R^' and R''' each 
independentlyVepresents hydrogen, Ci-salkyl or Ci.3alkoxyC2.3alkyl) and R*° is as 
defined herein); 

15) C2-5alkynylX'V° (Wherein X'' represents -0-, -S-, -SO-, -SO2-, -NR^^C(O)-, 
-C(0)NR'^-, -S02Nr\ -NR''S02- or -NR^"- (wherein R'^ R'^ R^', R'' and R^" each 
independently represents Rj^drogen, Cioalkyl or Ci-3alkoxyC2-3alkyl) and R is as 
defined herein); 

16) Ci-4alkylX'^CMalkylR^^ (wher^X'^ represents -0-, -S-, -SO-, -SO2-, -NR^^*^C(0)-, 
-C(0)NR^^'-, -S02m}'\ •m}'\h- or -NR^^^- (wherein R^^ R*^\ R^^^ R^'' and 
R*^"^ each independently represents hyi^fogen, Ci-salkyi or Ci.3alkoxyC2-3alkyl) and R^^ 
is as defined herein); 

17) CMalkylX^^CMalkylR^^ (wherein X^^ and are as defined herein); 

18) C2-5alkenyl which may be unsubstituted or wWdi may be substituted with one or more 
groups selected from hydroxy, fluoro, amino, Ci^lkylamino, N,N-di(CMalkyl)amino, 
aminosulphonyl, N-CMalkylaminosulphonyl and N^-di(Ci-4alkyl)aminosulphonyl; 

19) C2.5alkynyl which may be unsubstituted or which may txe substituted with one or more 
groups selected from hydroxy, fluoro, amino, CMalkylamW>, N,N-di(CMalkyl)amino, 
aminosulphonyl, N-CMalkylaminosulphonyl and N,N-di(Ci-Mkyl)aminosulphonyl; 

20) C2-5alkenylX^^CMaIkylR^^ (wherein X^^ and R^^ are as defined herein); 

21) C2-5alkynylX*^CMalkylR^^ (wherein X^^ and R^^ are as defined he\in); and 

22) CMalkylR*^^(CMalkyl)x(X^\R*^^ (wherein X^^ is as defined herein,\is 0 or 1, y is 0 
or 1, and R^^^ and R**^^ are each independently selected from hydrogen, CS^alkyl, 
cyclopentyl, cyclohexyl and a 4-6-membered saturated heterocyclic group wWi 1-2 
heteroatoms, selected independently from O, S and N, which Ci^alkyl group nW bear 
1 or 2 substituents selected from 0x0, hydroxy, halogeno and CMalkoxy and whi^ 
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/clic group may bear 1 or 2 substituents selected from oxo, hydroxy, halogeno, 
c)ano, CMcyanoalkyl, Ci^alkyl, CMhydroxyalkyl, CMalkoxy, CMalkoxyCMalkyl, 
CiialkylsulphonylCMalkyl, CMalkoxycarbonyl, CMaminoalkyl, Ci^alkylamino, 
di(cValkyl)amino, CMalkylaminoCMalkyl, di(CMalkyl)aminoCi^alkyl, 
CMalK^laminoCMalkoxy, di(Ci^alkyl)aminoCMalkoxy and a group 
-(-0-)f<GMalkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-6-membered 
saturated neterocycUc group with 1-2 heteroatoms, selected independently from O, S 
and N, which cyclic group may bear one or more substituents selected from CMalkyl) 
with the proviso that R**^^ cannot be hydrogen); 
and additionally v^erein any Ci-salkyl, C2.5alkenyl or C2-5alkynyl group in R^^X^^- may 
bear one or more sulostituents selected from hydroxy, halogeno and amino; 
R^^ represents hydrogenWlogeno, Cioalkyl, trifluoromethyl, Cioalkoxy, Ci^alkylsulphanyl, 
-NR^^R"*^ (wherein R^^ Vnd R"*^, which may be the same or different, each represents 
hydrogen or Ci-aalkyl), R^^(CH2)zaX'^ (wherein R^^ is a 4- or 6-membered saturated 
heterocyclic group with 1-2 heteroatoms, selected independently from O, S and N, which 
heterocyclic group may beaX 1 or 2 substituents selected from oxo, hydroxy, halogeno, 
cyano, Ci-4cyanoalkyl, Ci^alKyl, Ci^hydroxyalkyl, CMalkoxy, CMalkoxyCMalkyl, 
CMalkylsulphonylCMalkyl, CiValkoxycarbonyl, CMaminoalkyl, CMalkylamino, 
di(CMalkyl)amino, CMalkylamiXoCMalkyl, di(Ci_4alkyl)aminoCMalkyl, 
CMalkylaminoCi_4alkoxy, di(CMalkyl)aminoCi.4alkoxy and a group 
-(-0-)f(CMalkyl)gringD (wherein f is 0 or 1, g is 0 or 1 and ring D is a 4-6-membered 
saturated heterocyclic group with 1-2 neteroatoms, selected independently from O, S and 
N, which cyclic group may bear one orViore substituents selected from CMalkyl), za is an 
integer from 0 to 4 and X^^ represents a mrect bond, -0-, -CH2-, -S-, -SO-, -SO2-, 
-NR^'C(O)-, -C(0)NR''-, -S02NR^'-, -NrVs02- or -NR*^'- (wherein R^^ R'^ R^^ R^' and 
R'*'^ each independently represents hydrogerty Ci-3alkyl or Ci.3alkoxyC2-3alkyl)); 
or a salt or prodrug thereof; 

with the proviso that R^ is not hydrogen, and exclilding the compoimds: 
6,7-dimethoxy-4-(l-naphthylsulphanyl)quinazoliiae, 
6,7-dimethoxy-4-(2-naphthylsulphanyl)quinazolin^ 
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!57WimetliQ2£X:4-(l^ and 
6,7-dimethoxy-4-(2-naphth)dox)^^ 

40. (New) A compound of the formula II according to claim 39 wherein R"^ 
represents hycftoxy, halogeno, cyano, nitro, trifluoromethyl, Ci-salkyl, amino or R^X'-, 
wherein is as^efmed in claim 39 and R^ is selected from one of the following twenty-two 
groups: \ 

1) CMalkyl whickmay be unsubstituted or which may be substituted with one or more 
groups selected from fluoro, chloro and bromo, or C2.5alkyl which may be 
unsubstituted or substituted with one or more groups selected from hydroxy and amino; 

2) C2-3alkyiX^C(0)R'* (Wherein X^ is as defined in claim 39 and R*^ represents -NR^^R*"* 
or -OR*^ (wherein R^^ V"^ and R'^ which may be the same or different are each 
Ci-4alkyl or Ci.2alkoxyetnyi)); 

3) C2^alkylX^R^^ (wherein X^\s as defined in claim 39 and R^^ is a group selected from 
Ci-3alkyl, cyclopentyl, cyclohtoyl, pyrrolidinyl, piperazinyl, piperidinyl, 
imidazolidinyl, azetidinyl and tetrahydropyranyl, which Ci-salkyl group may bear 1 or 2 
substituents selected from oxo, hydroxy, halogeno and Ci.2alkoxy and which 
cyclopentyl, cyclohexyl, pyrrolidinyV piperazinyl, piperidinyl, imidazolidinyl, 
azetidinyl or tetrahydropyranyl group may bear 1 or 2 substituents selected from oxo, 
hydroxy, halogeno, cyano, Ci.scyanoalkw, Ci^alkyl, Ci^hydroxyalkyl, Ci.salkoxy, 
Ci-2alkoxyCi.3alkyl, Ci.2alkylsulphonylCi\alkyl, Ci-salkoxycarbonyl, Ci-salkylamino, 
di(Ci.3alkyl)amino, Ci.3alkylaminoCi.3alkylVii(Ci-3alkyl)aminoCi.3alkyl, 
Ci^alkylaminoCioalkoxy, di(Ci.3alkyl)aminoCi.3alkoxy and a group 
-(-0-)f(Ci.3alkyl)gringD (wherein f is 0 or 1, g i^ or 1 and ring D is a heterocyclic 
group selected from pyrrolidinyl, piperazinyl, piperidinyl, imidazolidinyl, azetidinyl, 
morpholino and thiomorpholino, which cyclic grouf) may bear one or more substituents 
selected from Ci^alkyl)); \ 

4) C2.3alkylX'^C2-3alkyIX^R^^ (wherein X"^ and X^ are as defined in claim 39 and R^^ 
represents hydrogen or Ci.3alkyl); \ 

5) R^^ (wherein R^^ is as defined in claim 39); \ 



l-WA/l 793 165-1 



ATTORNEY D 



Ap^icati 



NO. : 056291-5019 
IcationNo.: 09/913,020 
Page 50 



6) CMalkylR* (wherein R is a group selected from pyrrolidinyl, piperazinyl, 
^eridinyl, imidazolidin-l-yl, azetidinyl, l,3-dioxolan-2-yl, l,3-dioxan-2-yl, 
l,3\lithiolan-2-yl and l,3-dithian-2-yl, which group is linked to CMalkyl through a 
carbon, atom and which group may bear 1 or 2 substituents selected from oxo, hydroxy, 
halogenCL cyano, Ci-acyanoalkyl, Ci-aalkyl, Ciohydroxyalkyl, Cioalkoxy, 
Ci.2alkoxyCi.3alkyl, Ci.2alkylsulphonylCi,3alkyl, Ci.salkoxycarbonyl, Ci-salkylamino, 
di(Ci -3alkyl)amino, C i .salkylaminoCi -aalkyl, di(C \ .3alkyl)aminoCi oalkyl, 
Ci-aalkylaminoCi-salkoxy, di(Ci.3alkyl)aminoCi.3alkoxy and a group 
-(-0-)f(Ci-3alkyl))nngD (wherein f is 0 or 1, g is 0 or 1 and ring D is a heterocyclic 
group selected froni^yrrolidinyl, piperazinyl, piperidinyl, imidazolidinyl, azetidinyl, 
morpholino and thiornbrpholino, which cyclic group may bear one or more substituents 
selected from Ci-3alkyl))\or C2-4alkylR' * ^ (wherein R'^' is a group selected from 
morpholino, thiomorpholirto, azetidin-l-yl, pyrroHdin-l-yl, piperazin-l-yl and 
piperidino which group may X)ear 1 or 2 substituents selected from oxo, hydroxy, 
halogeno, cyano, Ci^cyanoalkV Ci.3alkyl, Ci^hydroxyalkyl, Ci.3alkoxy, 
Ci.2alkoxyCi.3alkyl, Ci.2alkylsulVonylCi.3alkyl, Ci.3alkoxycarbonyl, Ci.3alkylamino, 
di(C 1 .3alkyl)amino, C i .3alkylaminoC i _3alkyl, di(C i .3alkyl)aminoCi ^alkyl, 
Ci-3alkylaminoCi.3alkoxy, di(Ci.3aIk^)aminoCi.3alkoxy and a group 
-(-0-)f(Ci-3alkyl)gringD (wherein f is 0 W 1, g is 0 or 1 and ring D is a heterocyclic 
group selected from pyrrolidinyl, piperazmyl, piperidinyl, imidazolidinyl, azetidinyl, 
morpholino and thiomorpholino, which cycHc group may bear one or more substituents 
selected from Ci^alkyl)); 

as defined herein); 



or 4"' as defined herein); 



7) C3^alkenylR^'^ (wherein R^^^ represents R^^^ o 

8) C3-4alkynylR''^ (wherein R^^^ represents R^'^ 

9) R^^ (wherein R^^ is as defined in claim 39); 

10) CMalkylR^^ (wherein R^^is as defined in claim 39);^ 

1 1) l-R^Vop-l-en-3-yl or l-R^%ut-2-en-4-yl (wherein rV is as defined in claim 39 with 
the proviso that when R^ is l-R^^prop-l-en-3-yl, R^^ is linked to the alkenyl group via a 
carbon atom); 
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12) l-Rj^prop-l-yn-3-yl or l-R^%ut-2-yn-4-yl (wherein R^^ is as defined in claim 39 with 
the proviso that when is l-R^^prop-l-yn-3-yl, R^^ is Hnked to the alkynyl group via a 
carbon atom); 

13) CusalkylX^R^^ (wherein and R^^ are as defined in claim 39); 

14) l-(R^^X^)but-2-en-4-yl (wherein and R^^ are as defined in claim 39); 

15) l-(R^^X^)but-Vyn-4-yl (wherein X^ and R^^ are as defined in claim 39); 

16) C2.3alkylX^Ci-3^^ylR^^ (wherein X^ and R^^ are as defined in claim 39); 

17) C2oalkylX^Ci.3allW^^ (wherein X^ and R^^ are as defined in claim 39); 

18) C2-5alkenyl which niky be unsubstituted or which may be substituted with one or more 
fluorine atoms or with *s)ne or two groups selected fi-om hydroxy, fluoro, amino, 
CMalkylamino, N,N-di(6d-4alkyl)amino, aminosulphonyl, N-Ci-4alkylaminosulphonyl 
and N,N-di(C i ^alkyl)amin\)sulphonyl; 

19) Ca-salkynyl which may be unsubstituted or which may be substituted with one or more 
fluorine atoms or with one or «vo groups selected from hydroxy, fluoro, aminq, 
Ci^alkylamino, N,N-di(CMalkyVniino, aminosulphonyl, N-CMalkylaminosulphonyl 
and N,N-di(CMalkyl)aminosulphoW; 

20) C2-4alkenylX^Ci-3alkylR^^ (wherein V and R^^ are as defined in claim 39); 

21) C2^alkynylX^Ci.3alkylR^^ (wherein xXand R^^ are as defined in claim 39); and 

22) Ci.3alkylR^\Ci-3alkyl)q(X^)rR^^ (whereifi X^ q, r, R^"^ and R^^ are as defined in claim 

39); \ 
and additionally wherein any Ci-salkyl, C2.5alkeriyl or C2-5alkynyl group in R^X^- may 
bear one or more substituents selected from hydroxy, halogeno and amino. 

41 . (New) A compound according to claim 39 wherein Zb is -0-. 

42. (New) A compound according to claim 39 wherein ring C is a 9-10-membered 
heteroaromatic bicyclic moiety which contains 1-3 heteroatomk selected independently from 
O, N and S. \ 
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43. (New) A compound according to claim 39 wherein represents oxo, halogeno, 
hydroxy, Ci.2alkoxy, Ci-2alkyl, Ci-2alkoxymethyl, C2.3alkanoyl, Ci-2haloalkyl, cyano, amino, 
C2-4alkenyl, C2^^ynyl, C2-3alkanoyloxy, nitro, C2.3alkanoylamino, Ci-2alkoxycarbonyl, 
Ci.2all<ylsulphanyl)Ci.2alkylsulphinyl, Ci-2alkylsulphonyl, carbamoyl, 

N-C 1 .2alkylcarbamoy\ N,N-di(C i .2alky l)carbamoy 1, aminosulphony 1, 

N-C 1 .2alky laminosulphbny 1, N,N-di(C i .2alkyl)aminosulphony 1, N-(C i .2alkylsulphonyl)amino, 
N-(Ci.2alkylsulphonyl)-N^(Ci.2alkyl)amino or a Ca-yalkylene chain joined to two ring C 
carbon atoms. 

44. (New) A compound according to claim 39 wherein n is 0, 1 or 2. 

45. (New) A compound according to claim 39 wherein Zb is -0-, with the proviso 
that is not hydrogen, substituted W unsubstituted Ci-salkyi, halogeno, Ci-salkoxy, 
C2.5alkenyl, phenoxy or pheny IC i -samoxy . 

46. (New) A compound according to claim 39 selected from 
6-methoxy-7-((l-methylpiperidin-4-yl)me\hoxy)-4-(2-naphthyloxy)quinazoline, 

6- methoxy-7-((l-methylpiperidin-4-yl)metHoxy)-4-(quinolin-7-yloxy)quinazoline, 

7- (3 _( 1 J -dioxothiomorpholino)propoxy)-6-methoxy-4-(quinolin-7-yloxy)quinazoline, 
6-methoxy-7-(3 -(4-methylpiperazin- 1 -y l)propdxy)-4-(quinolin-7-yloxy)quinazoline, 
6-methoxy-7-((l-methylpiperidin-3-yl)methoxy}r4-(quinolin-7-yloxy)quinazoline, 
4-(4-chloroquinolin-7-yloxy)-6-methoxy-7-(3-mo\i)holinopropoxy)quinazoline, 
6-methoxy-7-(( 1 -methy lpiperidin-4-yl)methoxy)-4 V4-methy lquinolin-7-y loxy) quinazoline, 
6-methoxy-4-(4-methylquinolin-7-yloxy)-7-(3-(pyrrddidin-l-yl)propoxy 
6-methoxy-7-(2-(2-methoxyethoxy)ethoxy)-4-(quinoli\i-7-yloxy)quinazoline, 
6-methoxy-7-((l-(2-methylsulphonylethyl)piperidin-4-ypmethoxy)-4-(quinolin-7-yloxy)quin 

azoline, 

4-(2,3-dimethylindol-5-yloxy)-6-methoxy-7-(l-methylpipe^din-4-ylmethoxy) quinazoline, 
4-(2,3-dimethylindol-5-yloxy)-6-methoxy-7-(3-pyrrolidin-lVlpropoxy)quinazoline, 
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6'^ethoxy-7-( 1 -methy lpiperidin-4-y lmethoxy)-4-(2-tri 
quinazoline, 

6- memoxy-7-(3-pyrrolidin-l-ylpropoxy)-4-(24rifluoromethylindol-5-y 
(i?,5)-4-(S(-fluoroquinolin-7-yloxy)-6-m 

quinazoline, 

4-(indol-5-yloxy)-6-methoxy-7-(3-methylsulphonylpropoxy)quinazoline, 

7- (3-N,N-dimethvlaminopropoxy)-6-methoxy-4-(2-nieth^^ 
6-methoxy-4-(2-iT^thylindol-5-yloxy)-7-(2-(2-niorp^^ 
7K2-(N,N-diethylarmno)ethoxy)-6-niethoxy-4-(2-^ 
6-methoxy-7-(3-pipenqinopropoxy)-4-(quinolin-7-yloxy)quinazoline, 
4-(2-methylindol-5 -y lox5^-7-(3 -morpholinopropoxy)quinazoline, 
4-(2-niethylindol-5-yloxy)\7-(2-(piperidin-l-yl)ethoxy)quinazoline, 
4-(2-methylindol-5-yloxy)-7V2-(l//4,2,44riazol4-yl)ethoxy)quinazo 

6- methoxy-7-(3-piperidinopropoxy)-4<64rifluoromethylindol-5-yloxy)quina 
7<3-(niethylsulphonyl)propoxy)M-(2-methylindol-5-yloxy)quinazoline, 
7<3-(N,N-dimethylamino)propox^-4-(23-dimeA^^ 

4-(2,3-dimethylindol-5-yloxy)-6-me^oxy-7-(l-niethylpiperidin-3-ylmet^^ quinazoline, 

7- (2-(N,N-diethylaniino)ethoxy)-4-(indol-5-yloxy)-6-niethoxyquinazol^ 
4-(indol-5-yloxy)-6-niethoxy-7-(2-(pipeMin-2-yl)ethoxy)quinazoline, 
4-(indol-5 -yloxy)-6-methoxy-7-(2-(piperidin- 1 -yl)ethoxy)quinazoline, 
4-(indol-6-yloxy)-6-methoxy-7-(3-morpholinopropoxy)quinazoline, 
7-(3-(ethylsulphonyl)propoxy)-6-methoxy-4-(2rniethylindol-5-yloxy)quin^^ 

6- methoxy-4-(3-niethylindol-5-yloxy)-7-(3-pipeW^ 

7- (2-hydroxy-3-piperidinopropoxy)-6-niethoxy-4-fe-methylindol-5-yl^ 
7-(2-hydroxy-3-(4-niethylpiperazin- 1 -yl)propoxy)-6\m 

azoline, \ 

6- methoxy-4-(2-methylindol-5-yloxy)-7-(2-(N-methylakino)eth^ and 

7- (2-hydroxy-3-(isopropylamino)propoxy)-6-methoxy-4-(2-m 
quinazoline, \ 

or a salt thereof. \ 
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47. (New) A compound according to claim 39 selected from 
6-methoxy-7-(S-morpholinopropoxy)-4-(quinolin-7-yloxy)quinazoline, 
6-methoxy-4-(2Wthylindol-5-yloxy)-7-((l-methylpiperidin-4-yl)methoxy)qu^ 
4-(indol-5-yloxy)Vmethoxy-7-(l-methylpiperidin-4-ylmethoxy)quinazoline, 
4-(indol-5-yloxy)-6-inethoxy-7-(3-pyrrolidin-l-ylpropoxy)quin^^ 

6- methoxy-4-(2-methylindol-5-yloxy)-7-(3-methylsulphonylpropoxy)quinazoline, 

7- ((l-cyanomethyl)piperidin-4-ylmethoxy)-6-methoxy-4-(2-methylindol-5-yloxy) 

quinazoline, \ 
6-methoxy-4-(2-methylindolv5-yloxy)-7-(2-morpholinoethoxy)quinazoline, 

6-methoxy-4-(2-methylindol-5ryloxy)-7-(2-pyrrolidin-^ 
6-methoxy-4-(2-methylindol-5-\loxy)-7-(l-methylpiperi 
6-methoxy-4-(2-methylindol-5-yl\)xy)-7-(2-piperidinoethoxy)quinazoline, 
6-methoxy-4-(2-methylindol-5-ylo\Y)-7-(2-(N-methyl-N-(4-pyridy 

quinazoline, \ 
6-methoxy-4-(2-methylindol-5-yloxy)\7-(3-morpholinopropoxy)quinazoline, 
6-methoxy-7-(2-(2-methoxyethoxy)ethoVy)-4-(2-methylindol-5-yloxy)quinazoline, 
6-methoxy-4-(2-methylindol-5-yloxy)-7-(V(l//4,2,4-triazol-l-yl)eth 
6-methoxy-4-(2-methylindol-5-yloxy)-7-(2\2-(4-methylpiperazin-l-yl)ethoxy)ethoxy) 

quinazoline, \ 
6-methoxy-4-(2-methylindol-5-yloxy)-7-(3-pipWidinopropoxy)qu^ 
4-(indol-5 -yloxy)-6-methoxy-7-(3 -piperidinopropoxy)quinazoline, 
6-methoxy-7K 1 -(2-methoxyethyl)piperidin-4-y lm^hoxy)-4-(2-^^ 

quinazoline, \ 
6-methoxy-4-(2-methylindol-5-yloxy)-7-((2-(2-pyrrolidin4-ylethyl)car^ 

quinazoline, \ 
6-methoxy-4-(2-methylindol-5-yloxy)-7-(3-(4-methypip^azin-l-yl)propoxy)quinazol^^^ 

6-methoxy-4-(2-methylindol-5-yloxy)-7-(piperidin-4-ylmethoxy)quinazol^ 
6-methoxy-4-(2-methylindol-5-yloxy)-7-(2-(piperidin-4-yloky)ethoxy)quinazoline, 
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6- iTbthoxy-4-(2-methylindol-5-yloxy)-7-(2-(N-methyl-N-^ 
nazoline, 

7- (2-(l-^-cyanoethyl)piperidin-4-yloxy)ethoxy)-6-methoxy-^ 



quinazoJine, 



4-(2-methylmdol-5-yloxy)-7-(3-(pyrrolidin-yl)propoxy)quinazolin^ 
4-(2-methylindDl-5-yloxy)-7-(3-( 1 , 1 -dioxothiomorpholino)propoxy)quinazoline, 
4-(2-methylindoV5-yloxy)-7-(piperidin-4-ylmethoxy)quinazoline, 
4-(indol-5-yloxy)-Vmethoxy-7-(2-(2-methoxyethoxy)ethoxy)qum^ 
7<3-(N,N-dimethyl^ino)propoxy)-4-(indol-^ 
7-(3-(N,N-diethylamirito)propoxy)-4-(indol-5-yloxy)-^ 
7-(3-(l , 1 -dioxothiomorpholino)propoxy)-4-(indol-5-yloxy)-6-methoxyqui^ 
4-(indol-5-yloxy)-6-methoky-7-(2-(4-pyridyloxy)ethox 
4-(indol-6-yloxy)-6-methoxV7-(3-piperidinopropoxy)quin^ 
7-( 1 -(2-methoxyethy l)piperidiV4-ylmethoxy)-4<2-methyl^ 
7-(2-hydroxy-3-morpholinopropfexy)-6-methoxy-4-(2-m^^^ 
7-(2-(l-(2-methoxyethyl)piperidiim-yl)ethoxy)-6-methoxy-4-^ 

quinazoline, \ 
7-(2-hydroxy-3-pyrrolidin- 1 -ylpropox3A-6-methoxy-4-(2-methylindol-5-yloxy) quinazoline, 
7-(3-(N,N-diethylaniino)-2-hydroxypromxy)-6-niethoxy-4-(2^ 

quinazoline, \ 
7-(3-(lJ-dioxothiomorpholino)propoxy)-6Anethoxy-4-(2-methylindol-5-^^ quinazoline, 
6-methoxy-4-(2-methylindol-5-yloxy)-7-(2-(4pyridyloxy)ethoxy)qm 
4<indol-5-yloxy)-6-niethoxy-7-(3-morpholinoWpoxy)quinazoline, 
(2i?)-6-methoxy-(2-methyl-l//-indol-5-yloxy)-7\7-hydroxy-3-piperi 

quinazoline, \ 
(5i?)-6-methoxy-4-(2-methyl-l//-indol-5-yloxy)-7-C2-oxopy^^ 

quinazoline, \ 
4-(4-bromoindol-5-yloxy)-6-methoxy-7-(3-piperidinoptepoxy)quinazoli 
6-methoxy-4-(2-methylindol-5-yloxy)-7-(l-(2-(pyrrolidirirl-yl)ethyl)-p 

ylmethoxy)quinazoline, \ 
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(2/?)-7-^X-hydroxy-3-(pyrrolidin-l-yl)propoxy)-4-(ind 
(2/?)-7<2\ydroxy-3-morpholinopropoxy)-4-(indol-5-yloxy)-6-^ 
(2/?)-7<2-hydroxy-3-piperidinopropoxy)-4-(indol-5-yloxy)-6-methoxyquinazolin^ 
(25)-7-(2-hydrbxy-3-((N,N-diisopropyl)amino)pr^ 

methoxyquinazoline, 
(25)-7-(2-hydroxy\3-piperidinopropoxy)-4-(indol-5-yloxy)-6-methoxyq^^ 
(27?)-7-(2-hydroxy-3rpiperidinopropoxy)-6-methoxy-4<3-methylindol-5-^ quinazoline, 
(2i?)-7-(2-hydroxyO-\pyrrolidin-l-yl)propoxy)-6-methoxy-4-(3-me% 

quinazoline, \ 
(2i?)-7-(2-hydroxy-3-(p)^olidin-l-yl)propoxy)-6-methoxy-4-(2-methylin^^ 

oline, \ 
(2i?)-7-(2-hydroxy-3-(4-methylpiperazin-l-yl)propoxy)6-methoxy-4-(2-^ 

yloxy)quinazoline, \ 
6-methoxy-4-(2-methylindol-5\loxy)-7-(l<2-niorp^ 

quinazoline, \ 
4-(3-fluoro-quinolin-7-yloxy)-6-mkhoxy-7-(3-piperidinopropoxy)qu^ 
4-(3-fluoro-quinolin-7-yloxy)-6-metlk)xy-7<3-(pyrrolidin4-yl)pra^ 
6-methoxy-7-(3 -(pyrrolidin- 1 -y l)propo^y)-4-( l//-pyrrolo [2,3 -6]pyridin-5 -yloxy) 

quinazoline, \ 
(25)-6-methoxy-(2-niethyl-l//-indol-5-yloky)-7-(2-hydroxy-^ 

quinazoline, and \ 
4-(6-fluoro-2-methylindol-5-yloxy)-6-methoxV7-(3-(pyrrolidin-l-yl)p quinazoline, 

or a salt thereof \ 

48. (New) A compound according to claim\39 selected from 
6-methoxy-4-(2-methylindol-5-yloxy)-7-(3-(pyrrolidVl-yl)propoxy)quinazoline, 
4-(4-fluoroindol-5-yloxy)-6-methoxy-7-(l-methylpipe\idin-4-ylmethoxy)quinazoline, 
4-(4-fluoroindol-5-yloxy)-6-methoxy-7-(3-(4-methylpiperazin-l-yl)propoxy)q^^^ 
4-(6-fluoroindol-5-yloxy)-6-methoxy-7-(3-(pyrrolidin-l-\l)^^ 
4-(4-fluoroindol-5-yloxy)-6-methoxy-7-(3-(pyrrolidin-l-ylW 
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4-(4-Buoroindol-5-yloxy)-6-methoxy-7-(3-piperidinopropoxy)quinazoline, 
4-(4-fluoh^-2-methylindol-5-yloxy)-6-methoxy-7-(3-(pyiTolidin-^ quinazoline, 
4-(4-fluoro-2^ethylindol-5-yloxy)-6-methoxy-7-(3-piperidinopropoxy)quinazolin^ 
4-(4-fluoro-2-me^hj(^lindol-5-yloxy)-6-methoxy-7-((l-methylpipe 
quinazoline, 

4-(4-fluoro-2-methylindol^^loxy)-6-methoxy-7-(3-(4-methylpiper^^ 
quinazoline, 

4-(4-fluoroindol-5 -y loxy)-6-methoxW-(2-( 1 -methylpiperidin-4-yl)ethoxy)quinazoline, 
(2i?)-7-(2-hydroxy-3-(pyrrolidin-l-yl)pr^xy)-4-(4-fluoro-2-methylindol-5-y^ 

methoxyquinazoline, and 
4-(4-fluoro-2-niethylindol-5-yloxy)-6-methoxy-7-i^(l-methylpi 

quinazoline, 
or a salt thereof. 

49. (New) A compound according to claim 39 in the form of^harmaceutically 
acceptable salt. 



50. (New) A process foMie preparation of a compound according to claim 39 of 
formula II or salt thereof which comprises: 
(a) the reaction of a compound of tHfe formula III: 



H 



H 



(III) 



(wherein and m are as defined in claim 31 and i$^a displaceable moiety), with a 
compound of the formula IV: 
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ZH 



(R)„ 



(IV) 



(wherein ring C, R', Z and n are as defined in claim 31); 
(b) a compound of formula I or a salt thereof wherein at least one is R^X' wherein R^ is 
as defined in claim sVand X' is -0-, -S-, -0C(0)- or -NR'°- (wherein R'^ independently 
represents hydrogen, cVsalkyl or Ci-salkoxyCaoalkyl) may be prepared by the reaction 
of a compound of the fori^ula V: 

'(R')n 



HX 




H 



(V) 



(wherein ring C, Z, R\ R^and n are as defiW in claim 31 and X' is as herein defined in 
this section and s is an integer fi-om 0 to 2) w\th a compound of formula VI: 



R^-L' 



(VI) 



(wherein is as defined in claim 31 and is as herein defined); 



(c) a compound of the formula I or a salt thereof whereiAat least one R"^ is R^X* wherein R" 



is as defined in claim 31 and X* is -0-, -S-, -0C(0)- oA-NR*^- (wherein R*'' represents 



► 10 , 
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hydrogen, Ci-aalkyl or C|.3alkoxyC2-3alkyi) may be prepared by the reaction of a 
compound of the formula VII: 



(R)„ 



(R 



H 



L' H 




(VII) 



with a compound of the formula VIII: 



(VIII) 



(wherein R\ R^, R^, ring C, Z an^ n are as defined in claim 3 1 and L\ s and X* are as 
herein defined); 

(d) a compound of the formula I or aigak^hereof wherein at least one R^ is R^X^ wherein X^ 
is as defined in claim 31 and R^ is C^VlkylR''^ wherein R^^^ is selected fi-om one of the 
following nine groups: 

1) X'^Ci-aalkyl (wherein X'^ represents V)-, -S-, -SO2-, -NR^^^C(O)- or-NR^^^SOz- 
(wherein R* and R' which may be tW^ same or different are each hydrogen, 
Cioalkyl or Ci.salkoxyCa-salkyI); 

2) NR' '^R' * (wherein R* and R* which rAay be the same or different are each 
hydrogen, Ci^alkyl or Ci.3alkoxyC2-3alkyl);\ 

3) X^^Ci-salkylX^R^^ (wherein X^^ represents -6-, -S-, -SO2-, -NR^*^C(0)-, -NR*^^S02- 
or -NR*^*^- (wherein R* *^ R* and R^^^ whichVnay be the same or different are each 
hydrogen, Ci-3alkyl or Ci.3alkoxyC2.3alkyl) and^^ and R^^ are as defined in claim 
31); 

4) R^^ (wherein R^^ is as defined in claim 31); 
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5) X?'r'' (wherein X'' represents -0-, -S-, -SO2-, -NR*'*C(0)-, -NR'''S02-, or -NR 
(wKferein R*^\ R*^^ and R*^^ which may be the same or different are each hydrogen, 
Ci.3a%l or Ci.3alkoxyC2.3alkyl) and R^^ is as defined in claim 31); and 

IR^^ (wherein X^^ represents -0-, -S-, -SO2-, -NR^^'C(O)-, -NR'^^S02- or 
-NR*^^- (\^erein R*^"^, R'^^ and R*^^ each independently represents hydrogen, 
Ci-aalkyl or G;j-3alkoxyC2.3alkyl) and R^^ is as defined in claim 31); 
7) R^^ (wherein R^^ is as defined in claim 31); 



8) X^^CMalkylR^^ 



/herein X^^ and R^^ are as defined in claim 31); and 



9) R^\CMalkyl)q(X^)V^ (wherein q, r, X^ R^"* and R^^ are as defined in claim 31); 
may be prepared by reacting^a compound of the formula IX: 




(R)s 

L'-C,.5alkyl-X' 



'N 



(IX) 



(wherein X', R', ring C, Z and n are as definedyin claim 31and L' and s are as herein 
defined) with a compound of the formula X: 

(X) 



R^'^-H 



(wherein R*^^ is as defined herein); 
(e) a compound of the formula I or a salt thereof wheiein one or more of the substituents 
(R^)ni is represented by -NR^^^R*^^ where one (and the othfer is hydrogen) or both of R^^^ and 
R*^^ are Ci^alkyl, may be effected by the reaction of compounds of formula I wherein the 
substituent (R^)m is an amino group and an alkylating agent; or 
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(f) a compound of the fonhuk I or a salt thereof wherein is -SO- or -SO2- may be 
prepared by oxidation from the corifesJ>Q|iding compound in which is -S- or -SO-; 
and when a salt of a compound of formula IiSs:^ired, reaction of the compound obtained 
with an acid or base whereby to obtain the desired salt>^ 



5 1. A pharmaceutical compOThion which comprises as active ingredient a compound 
of formula I or a pharmaceutical ly accep^^e salt thereof according to claim 39 in 
association with a pharmaceutically acceptable^^ei^ipient or carrier. 




52. The compohnd 4-fluoro-5-hydroxy-2-methylindole or a salt thereof 



53. The compound 4Vluoro-5-hydroxyindole or a salt thereof 



54. The compound 6-fluorb-5-hydroxy-2-methylindole or a salt thereof 



55. The compound 6-fluoro-5-lWdroxyindole or a salt thereof 



56. A process for the preparation of\j£luoro-5-hydroxy-2-methylindole comprising 
the steps of: 

(i) reacting 2-fluoro-4-nitroanisole with 4-chkutophenoxyacetonitrile to give a mixture of 4- 
fluoro-5-methoxyindole and 6-fluoro-5-metho\yindole; 

(ii) reacting 4-fluoro-5-methoxyindole and 6-fluoro^5-methoxy indole with di-rer^-butyl 
dicarbonate to give a mixture of 4-fluoro-5-metho>!i^-l-rerr-butoxycarbonylindole and 6- 
fluoro-5-methoxy- 1 -^er^butoxycarbonylindole; 

(iii) reacting 4-fluoro-5-methoxy-l-^er^butoxycabonylind^e and 6-fluoro-5-methoxy-l- 
^er^butoxycarbonylindole with /er^-butyllithium foUoweci by deprotection to give 6- 
fluoro-5-methoxy-2-methylindole and 4-fluoro-5-methoxy^-methylindole; and 

(iv) de-alkylating 4-fluoro-5-methoxy-2-methylindole to give 4-fl^oro-5-hydroxy-2- 
methylindole. 



I-WA/1793165J 



U ATTORNEY DC^Bl NO. : 056291-5019 

^TationNo.: 09/913,020 
Page 62 



Ap^cat 




5^. A process for the preparation of 4-fluoro-5-hydroxy-2-methylindole comprising 
the steps: 

(i) reacting \lkyl or aryl acetoacetate and l,2,3-trifluoro-4-nitrobenzene to give 3- 
acetylmetnVl- 1 ,2-difluoro-4-nitrobenzene; 

(ii) reacting 3-acetymethyl-l,2-difluoro-4-nitrobenzene with an orthoformate to give 1,2- 
difluoro-3-(2,2Mimethoxypropyl)-4-nitrobenzene; 

(iii) reacting benzyl alcohol or substituted benzyl alcohol or ethanol or propanol with sodium 
hydride and l,2-difWoro-3-(2,2-dimethoxypropyl)-4-nitrobenzene to give 3- 
acety Imethy 1- 1 -ben2yloxy-2-fluoro-4-nitrobenzene; and 

(iv) hydrogenating 3-acetylmethyl-l-benzyloxy-2-fluoro-4-nitrobenzene to give 4-fluoro-5- 
^2- hydroxy-2-methylindole.^ 

58. A process for the preparation of 4-fluoro-5-hydroxy-2-methylindole comprising 
the steps: 

(i) reacting alkyl or aryl acetoacetat^and l,2,3-trifluoro-4-mtrobenzene to give 3- 
acetymethyl- 1 ,2-difluoro-4-nitrobeflSfene; 

(ii) reacting 3-acetymethyl-l,2-difluoib-4rnitrobenzene with an orthoformate to give 1,2- 
difluoro-3-(2,2-dimethoxypropyl)-4-nittDbenzene; 

(iii) reacting sodium methoxide with l,2-diflUoro-3-(2,2-dimethoxypropyl)-4-nitrobenzene 
to give 3 -acety Imethy l-2-fluoro-methoxy-4Anitrobenzene; 

(iv) reacting 3-acetylmethyl-2-fluoro-l-methoxyVnitrobenzene with titanium trichloride to 
give 4-fluoro-5-methoxy-2-methylindole; and 

(v) dealkylating 4-fluoro-5-methoxy-2-methylindole\jo give 4-fluoro-5-hydroxy-2- 
methylindole. 

59. A process for the preparation of 4-fluoro-5-hya^oxyindole or 6-fluoro-5- 
hydroxyindole comprising the steps; 

(i) reacting 2-fluoro-4-nitrophenol and benzyl bromide to gi^ 2-fluoro-4- 
nitrobenzyloxybenzene; 
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(ii) reacting 2-flWo-4-nitro-benzyloxybenzene with 4-chlorophenoxyacetonitrile to give a 
mixture of 3-cyanomethyl-2-fluoro-4-nitrobenzyloxybenzene and 5-cyanomethyl-2- 
fluoro-4-nitrobenzyloxybenzene; and 

(iii) hydrogenating a mixtike of 3-cyanomethyl-2-fluoro-4-nitrobenzyloxybenzene and 5- 
cyanomethyl-2-fluoro-4-mlTobenzyloxybenzene to give 4-fluoro-5-hydroxyindole and 6- 
fluoro-5-hydroxyindole. \ 

^ 60. A process for the preparatiorivof 6-fluoro-5-hydroxy-2-methylindole comprising 
the steps: /\ 
U/X^ (i) reacting 2-fluoro-4-nitroanisole with 4^K>rophenoxyacetonitrile to give a mixture of 4- 
fluoro-5-methoxyindole and 6-fluoro-5-methoXvindole; 

(ii) reacting 4-fluoro-5-methoxyindole and 6-fluoro-5xrnethoxyindole with di-tert-hutyl 
dicarbonate to give a mixture of 4-fluoro-5-methoxy^/err-butoxycarbonyHndole and 6- 
fluoro-5-methoxy-l -rer^butoxycarbonyUndole; \ 

(iii) reacting 4-fluoro-5-methoxy-l-rer/-butoxycarbonylindole aAd 6-fluoro-5-methoxy-l- 
/er^butoxycarbonyUndole with /er/-butyllithium followed by dem-otection to give 6- 
fluoro-5-methoxy-2-methylindole and 4-fluoro-5-methoxy-2-methyhndole; and 

(iv) de-alkylating 6-fluoro-5-methoxy-2-methylindole to give 6-fluoro-5-hWoxy-2- 
methylindole. \^ 
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